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THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 . 1 36(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- if NO period for reply is specified above, the maximum statutory period wili apply and will expire SIX (6) MONTHS from the mailing date of this communication. 
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earned patent term adjustment. See 37 CFR 1.704(b). 
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DETAILED ACTION 

1 . Applicants' response to the office action filed on My 12, 2004 has been entered. 

2. The instant application is filed on June 29, 2001, which claims priority to a provisional 
application No. 60/215,596, filed on June 30, 2000. 

3. Claims 1-8 are pending. Claims 9-23 are cancelled. 

Response to arguments 

4. Applicants' response to the office action is fully considered and found persuasive in 
part. 

5. With reference to the arguments regarding obviousness rejection made in the office 
action of May 21, 2003, of claims 1-13, and 15-21, examiner herewith confirms the 
withdrawal of the rejection. 

6. The following is the rejection made in the previous office action under 35 USC 
102(b): 

Claim 1-8, and 15 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Kato (USPN.5,707,807). 

Kato teaches a method of claim 1-2 and 4, for amplifying a population of 
polynucleotides comprising 

(a) reverse transcribing an RNA population to provide a double-stranded population (see 
column 4, lines 11-12); 

(b) digesting said cDNA population with one or more restriction endonucleases (see 
column 4, lines 12-35) having a degenerate recognition or cleavage sequence, wherein 
the said restriction endonuclease is a three- to eight-base cutter (see column 7, lines 19- 
29, which include restriction endonucleases having degenerate bases) and wherein the 
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degenerate recognition or cleavage sequence is represented by N m where N is the extent 
of degeneracy (N is 2-4) and m is number of degenerate bases (m is 1-5) (restriction 
enzymes ) produce different single stranded overhangs for each restriction endonuclease 
(see column 7, lines 30-35, lines 49-56, wherein cohesive ends are formed with a mixture 
of A, C, G, and T bases); 

(c ) ligating said fragments to a series of adaptors lacking restriction endonuclease sites 
(biotinylated adaptors having degenerate bases), wherein each adaptor is cohesive to all 
possible overhangs (see column 4, lines 14-21); 

(d) amplifying said restriction fragments for 25 to 30 cycles which includes 25 cycles 
(see column 4, lines 54-61). 

With regard to claim 3, Kato teaches said restriction endonuclease comprising four- 
base cutter (see column 7, lines 19-35); 

With regard to claim 5, Kato teaches that the method uses a series of adaptors 
having a sequence complementary to overhangs (see column 7, lines 49-56); 

With regard to claim 6, Kato teaches that said restriction fragments are amplified 
using PCR to produce PCR products (see column 6, lines 51-60); 

With regard to claim 7, Kato teaches that said adaptors provide priming sites for PCR 
(see column 7, lines 66-67, column 8, lines 16); 

With regard to claim 8, Kato teaches that the method comprises detection of PCR 
products using gel electrophoresis (see column 6, lines 57-60); 

With regard to claim 15, Kato teaches that the method comprises total RNA (see 
column 4, lines 11-13). 

Thus the disclosure of Kato meets the limitations in the instant claims. 
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Response to arguments: 

With regard to the above rejection, Applicants' arguments and amendment are fully 
considered and found not persuasive. Applicants argue that Kato et al. does not teach 
instant amended claim limitations that is quantifying nucleic acid molecules and thus the 
reference of Kato et al. does not anticipate the instant claims. These arguments are fully 
considered and found not persuasive because Kato et al. does teach separating and 
recording the amplified products using sequencer (see col. 4, line 62-65, col 3, line 22- 
25). Thus Kato et al. teach quantitation of amplified nucleic acid molecules using a 
sequencer, which automatically records the size of the fragments based on molecular 
weight. Further , Kato et al. also tech the use of a primer comprising a detectable label 
(see col. 8, line 1-6). Thus the reference of Kato et al. meets the limitations in the instant 
claims and the rejection is maintained herein for claims 1-8. The rejection is withdrawn 
for claim 15, because of the cancellation of claim 15 by the instant amendment. 
7. The following is the rejection made in the previous office action under 35 USC 
102(e): 

Claim 1-8, and 15 are rejected under 35 U.S.G. 102(e) as being anticipated by 
MacLeod et al. (USPN.6,22 1,600). 

MacLeod et al. teach a method of claim 1-2 and 4, for amplifying a population of 
polynucleotides comprising 

(a) reverse transcribing an RNA population to provide a double-stranded population (see 
column 55, lines 11-15, lines 29-31, lines 44-45, column 5, lines 18-25); 

(b) digesting said cDNA population with one or more restriction endonucleases (see 
column 55, lines 11-21) having a degenerate recognition or cleavage sequence, wherein 
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the said restriction endonuclease is a three- to eight-base cutter (see column 56, lines 37- 
54, which include restriction endonucleases having degenerate bases) and wherein the 
degenerate recognition or cleavage sequence is represented by N m where N is the extent 
of degeneracy (N is 4-8) (see column 6, lines and m is number of degenerate bases (m is 
1-5) produce different single stranded overhangs for each restriction endonuclease (see 
column 19, lines 1-8, table. 1, which provides restriction endonucleases consisting of 
degenerate bases 1-8); 

(c ) ligating said fragments to a series of adapters lacking restriction endonuclease sites 
(biotinylated adaptors having degenerate bases), wherein each adaptor is cohesive to all 
possible overhangs (see column 55, lines 22-23, column 33, lines 45-65); 
(d) amplifying said restriction fragments (see column 55, line 24). MacLeod et al. also 
teach that the PCR was carried on with varying number of PCR cycles (from 24-27) and 
indicated exponential increase in the amount of amplifier produced for at least the 25 th 
through the 27 th cycle (see column 42, lines 50-67). 

With regard to claim 2-3, MacLeod et al. teach that said restriction endonuclease 
comprising degenerate bases (m is 2-4) (see column 19, table. 1) and four-base cutter (see 
column 56, lines 37-54, column 18, lines 54-65); 

With regard to claim 5, MacLeod et al. teach that the method uses a series of 
adapters (linkers) having a sequence complementary to overhangs (see column 33, lines 
45-65); 

With regard to claim 6, MacLeod et al. teach that said restriction fragments are 
amplified using PCR to produce PCR products (see column 15, lines 65-67, column 16, 
lines 1-10); 
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With regard to claim 7, MacLeod et al. teach that said adapters provide priming sites 
for PCR (see column 34, lines 9-1 1); , 

With regard to claim 8, MacLeod et al. teach that the method comprises detection of 
PCR products (see column 6, lines 29-64); 

With regard to claim 15, MacLeod et al. teach that the method comprises mRNA (see 
column 5, lines 19-25); 

Thus the disclosure of MacLeod et al. meets the limitations in the instant claims. 
Response to arguments: 

With regard to the above rejection, Applicants' arguments and amendment are fully 
considered and found not persuasive. Applicants argue that Macleod et al. does not teach 
use of degenerate restriction endonucleases as claimed in the instant claims and thus does 
not anticipate the instant claims. These arguments are fully considered and found not 
persuasive because MacLeod et al. does teach the use of endonucleases having 
degenerate bases (see col. 19, table 1). Thus the reference of MacLeod et al. meets the 
limitations in the instant claims and the rejection is maintained herein for claims 1-8. The 
rejection is withdrawn for claim 15, because of the cancellation of claim 15 by the instant 
amendment. 

8. with regard to the rejection made in the previous office action under 35 USC 103(a), 
Applicants arguments and amendment are fully considered and the rejection is withdrawn 
herein in view of the amendment. 

Conclusion 

No claims are allowable. 
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THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of 
time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of the 
advisory action. In no event, however, will the statutory period for reply expire later than 
SIX MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Suryaprabha Chunduru whose telephone number is 571- 
272-0783. The examiner can normally be reached on 8.30A.M. - 4.30P.M, Mon - Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Benzion can be reached on 571-272-0782. The fax phone numbers for 
the organization where this application or proceeding is assigned are 703-872-9306 for 
regular communications and - for After Final communications. 

Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to the receptionist whose telephone number is 703-308- 



0196. 



Suryap^ha Chunduru 
September 21, 2004 
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